The involvement of immunological and immunopathological mechanisms in the etiopathogenesis of schizophrenia has been a matter of research, with recently increasing effort. This article reviews the findings focusing on postmortem neuropathology, the blood-brain barrier, antibodies, acute phase proteins, immunocompetent cells, and activation markers of immunocompetent cells. Evidence for the two primarily postulated hypotheses (the infectious hypothesis and the autoimmune hypothesis) is critically discussed. On the basis of the findings, perspectives for future research are outlined aiming at a precise and consequent strategy to elucidate a potential involvement of immune mechanisms in the etiopathogenesis of schizophrenia.
INTRODUCTION
Schizophrenia is a severe psychiatric disorder with a worldwide prevalence of about 1%. Despite major research efforts, the etiology and pathogenesis have yet to be defined. Immunological factors have been a matter of scientific discussion since Esquirol described an ''epidemic'' appearance of psychotic disorders in 1845.
Immunity is based on a system of highly adaptive mechanisms that have developed throughout evolution in order to protect the individual from non-self-protein attack, especially from bacterial and viral agents. In this context, only a short and simplified overview of the fundamentals of the immune system can be given.
The pluripotent stem cell differentiates into the myeloid and lymphatic compartments (Fig. 1) . From the myeloid compartment, granulocytes and monocytes (which may differentiate into macrophages) are used as nonspecific agents for immune defense. The lymphatic compartment represents a sophisticated and largely targetspecific form of defense. There are two fundamental pathways in the lymphatic defense of an antigen, the humoral and the cellular (Fig. 1) .
In the humoral pathway, the antigen is initially bound to B lymphocytes, most of which differentiate into plasma cells. Plasma cells produce highly specific antibodies in order to target and destroy the antigen. The complement system represents an important collaborator of the antibodies and consists of more than 20 different proteins which perform numerous functions in destroying antigens.
The cellular pathway is more complex than the humoral. T cells differentiate into cytotoxic T cells (CD8ϩ), T helper cells (CD4ϩ), and nonspecific natural killer (NK) cells. To initiate the specific T cell response an antigen has to be presented by monocytes/macrophages. Monocytes/macrophages phagocytose the antigen and consequently express certain protein structures on their surfaces. The cytotoxic and T helper cells then collaborate in killing the target cell which carries the antigen. In the T helper cell system, there is a subtle balance between proinflammatory (T helper
